esp@cenet document view 



Page 1 of 1 



MEDICINE CONSISTING OF 6-METHOXY-1H-BENZOTRIAZOLE-5- 
CARBOXAMIDE DERIVATIVE 



Publication number: JP1 0053528 
Publication date: 1 998-02-24 



Applicant: 
Classification: 
- international: 



Inventor: 



KATO SHIROU; HIROKAWA YOSHIMI; YAMAZAKI 
HIROSHI; MORIE TOSHIYA; YOSHIDA NAOYUKI 

DAINIPPON PHARMACEUTICAL CO 



C07D403/12; A61K31/41; A61K31/55; A61 P1/00; 
A61P1/08; A61P1/14; C07D403/12; C07D403/00; 
A61K31/41; A61K31/55; A61P1/00; C07D403/00; 
(IPC1-7): C07D403/12; A61K31/55; A61K31/41; 
A61K31/55 



- European: 
Application number: 

Priority number(s): 



JP1 9970147274 19970520 

JP19970147274 19970520; JP1 99601 4981 5 19960520 



Report a data error here 



Abstract of JP1 0053528 

PROBLEM TO BE SOLVED: To obtain a medicine which possesses excellent antiemetic effect and 
pressor activity for alimentary canal and weak suppressing activity for central nervous system and is 
useful for treatment and prevention for functional abnormality of digestive organs by using a specific 
benzotriazole carboxamide derivative. SOLUTION: As this medicine, either of 6-methoxy-1H- 
benzotriazole-5- carboxamide derivatives of formula I (R<1> is ethyl or cyclopropylmethyl; R<2> is H, 
methyl or ethyl; (n) is 1-3; a wave line shows steric configuration, RS f R or S, at the carbon bonding 
with it) or its physiologically permissible acid- added salts or these hydrates are used. As the 
compound of formula I, (R)-N-(1- ethyl-1H-hexahydroazepine-3-yl)-6-methoxy-1-methyl-1H- 
benzotriazole-5- carboxamides are illustrated. The compound of formula I, e.g. a compound of formula 
I in which R<2> is H, is obtained via an intermediate of formula II (R<3> is a protecting group for amino 
group). 
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{0. 3 mg/kg) Sr^gpSTJcait ^r<0« 1 B^Mlctofc 
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ixm»k®®.%%kZ--lz<> tt*ft^J9**©«tf:lElll* [ o o 7 o ] 



* ) 





mm 




tt ft 








tefts) 


{%) 




(w/kg) 


(X) 


i • 


1.0 


77 


9 


1.0 


100 


2 


1.0 


100 


10 


1.0 


100 




0.1 


80 


11 


1.0 


92 


4 


1.0 


89 


12 


1.0 


92 


5 


1.0 


100 


13 


1.0 


73 


6 


1.0 


100 


14 


1.0 


100 




0.3 


71 


15 


1.0 


71 


7a 


1.0 


100 


3 


1.0 


36 




0.1 


73 


8 


1.0 


19 


7b 


1.0 










100 










0.1 


69 




1.0 


86 








A 


0.5 


56 



[0 0 7 1] *l3^feH6>3»»*J:5K, W(kLfc*3B5W 
A) tB«*^tt*H£Jl±OiBa^a!lfPffl^Lfc. 

[00 7 2] W»« 2 : H »umaiffEA — 

Scarpignato b<Djjfe (Arch. Int. Pharmac 
odyn., 246, 286-294 (1980) #$U fc»DT?Tofc«, 9 
^^-»7 7 h ({£S130 -150 g ) £l8i$fS*6 
*Lfc«, 7*/-/n^y KSr0.05%(DW^"e^*i"S 
1.5 %>^/H2T/un-^g«El.5 mlSrgPS^Lfco 1ft 



KBPa#bfc a lrtJ»7*y-/H/y K*fcS<5v> 

p^^^ KSK^itKW «b**A) a*»teo^-c 
USEE, *ti£Jl^W:4E-C*5. **&*2fc*i% 

[0 0 7 3] 

[*2] 



fS2 : S»m«§jtJifPffl 



IttMIsMtl 


a^Ste/kg) 


Ttil* «) 


2* 


3 


41 


4 


3 


31 


5 


3 


35 


6 


3 


28 


7b 


3 


34 


10 


3 


46 


11 


3 


34 


14 


3 


32 




10 


31 




5 


26 




2 


21 1 



-9- 



[0 0 7 4] *2^feW6>^fti5K, 8*«Lfc#38W 

[0 0 7 5] jBjfejW 3 : am h^^VXfi^t 

>MWRtt% Scarpignato b<Djjf£ [Arch. Int. Phannac 
odyn., 246, 286-294 (1980) iC2ft tTfTofco 9 
^^M^; h (#2130 -150 g)£l8P$BB*fee: 
LfcflL A'Uy K*0.06%O»fr'X?*«i-*l. 

5 mlSraPS^Lfc. 



*£S0£Lfco ft*, WRffc-S^lO. 303Cttl00 mg/kg 

KS^60^flf»cgPa^Lfco am 
h*-^ 3MgAgXtt^fc*3 mg/kg Sr7a:/-;wu 

iirfco «EfflLfc»**Ht5-'l 0|S"C*>*. *£££3<3 

[0 0 7 6] 
[*3] 



3c3 : h^>Xtt^b*«l«H»Hia56fc»f 



2* 



7b 



(ngAg) 



30 
100 



10 
30 
100 



10 
30 
100 



+ 

+ + 

± 



+ 

++ 



+ 

++ 
+ + 



± 
± 
± 



&#ftb 



+ 

+ + 
+ + 



± 
± 
± 



[0 0 7 7] *3d>5>W5>^ftJ: 5fc> a^W= 
yc»»tfcH*W»Blc»U Sat«2Ofls^4fctt30 
ftlflOO mg/kg ^a^fi-C^Scft&SSr^L^o 

3Hfc«7 bO^MttlO, 30Xtfl00mg/kg<OS**T?V^ 

fcB#fflaBiK»U * h^n^5^ K*ft8*l*»» 
«fr&4*A) ttio, 3O&lM<Wkg<0K4fi-C3fr#f£ffl 
S:^$ft^ofc 6 

[0 0 7 8] WfcW 4 : %m< * ffitt*»MHIfWe 
#»4BE©ltaHf— ^* (M10M2 kg)4rfflV\ ^ 

y h/vuer^— Art* h V V a (^v:/?— /u 30 mg b. w 

t.) <o»«rta*Kij:9*»u mmm-mmLtz. it 

oh^O^fe [Gastrointerol. Japan. 12, 275-283 (197 
3 cm SftOffttBA* 3S»±», £J§* 



WS-Ct S^rftKlli* Lfc. Wrt«*<0fc»lcs/ Pay 
f-*-^ (Fr. size 6.5) frffttWcffAU jffl£cDjft 

[0 0 7 9] Wfcffr&tt 3X1210 mg/kg£0. 5%b7^f 

[0 08 0] 2 &tf$lfctt 7 b ©fls^tttt, 
btt5e«tt3SHxagSl(i(cffi© LfctfUBS:^ U W*ft 

&mMtt&&mmm®*±< fta>o tz 0 
[oo8i] 5 : mmwatmm — 

&msm<D Std-ddY^tStt-r^X (ftfi20~25 g) SHE 
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fflLfc, 0.5 %yyi)y vmL\mMJL\mm\.it?m 

exMItlfiiBiJ^B (Farad |fc&) ±»J^^-^ (23X35 
X30 cmJKAJV 3^FflW«^tr»iS:?r!B9«Lfc„ f*H 

Ify h©Ci«J50%ai®J1-5ffll: ( I D so ) 
*g*£*4fc:3H\> 

[0 0 8 2] 

[314] 

S4 : munmmm 





ID 60 (i«/kg) 


V 


>100 


2 


>100 


4 


>100 


6 


>100 


7 


>100 


7 a 


>100 


7b 


)100 


A 


22.4 



[0 0 8 3] m4frbWbi>>te£o\Z.. WSfcL;fc#3§W 

ftfe (-fb-g-'feiA) £*> t\t^Mc^^mnmm\YfM 

[0 0 8 4] 6 : 

«-l¥5l2C<0 Std-ddY^tH4^l>^ (&li25~30 g) 

ffl Lfc. 0. 5 % h KMH»ti»tfclt» 

«l«r®&U 50%&?Ea (LD so ) £#«>fco 
5 Id^-f . 

[0 0 8 5] 

[£5] 





LD,,(«g/kg) 


2* 
7b 


688 

945 




280 



[0 0 8 6] ±BWW**i4»6 3 fc, * 



(I) -MISJiSft^ftVtOftattKWffSivSK 

«^©-e, mugmmmrnt lt««©£&, few* 

1 Afrttfctt, ft'W&Mft. 

^ mum. tm • mm • Kt»KB. >M<r>mm&m 

K*, 0H>tt, «ft«*©fe*fttHH»fc» 

[0087] 5£ (I) t?«$ti/«{b«-«»w 5 *>> HlfeM 

2 cO^tlMVlClllfi^ 7 a Oit&toRVmteW 7b© 

[0 0 8 8] *©&#&&£ LTtt, gpg#, *gP 

&#5£vM*KJ!§A&4©v^ft-cfc.i:v\ ft 

Stf, il&0.01~10 mg/kg/ 0, »*L.<{*0.1 ~3 m 
g/kg/ B COffiH "Cfe 

[0089] a (i) <Dit&®)x\z : t<o±mmz.ff®£ 

*vo*38WKfllt>*ft^* t Lfcv^MtWflv* fen 
•5. JWfrWKtt, «*.«*U». ~? 
$f, 7**xh7V, y/Hfh-/w, 

>, eti, ^^^kt/ws^k^^^^a, 

It, y^/Mr/Ha-*, -tf9^^, 751^7^, 7A> 
yV, h Kndrt/yntT^-fe/Wn-^, ffiRftgt Kd 

yi^n— ^, jjf ]) tr^^fn y K^, ^y \?s.;V7/m— 

>v, 7;^yi, r/v^yK^-hy esss*^^ 
'O'ht-fK tr— */ujKdf-->tr-/v^y^— , 

m&yyy>, py-tuHyf-is, xvv/u^-h, 
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[0090] aost LTtt, mi, *-?±/\»fiu mn 
m, mi *s*y*m, mmi mm « 

[0091] & (I) fc*Vvt. R 2 #**1BFFC*>5 

[0092] cii6oWJtti, 5£ (i) <0{fr&»xtt* 

[00 9 3] «T»il*3BWlC«t)5ft^*^ov^Se> 
• hA% UV^^ hA, I R*^ hA", NM 

[0 0 9 4] KT^##«Xt/jll6«tc:fev^T, 

[0095] mm&&m 

A \SL9 Sufi's 
E : v^^/l^—TVl/o 
[00 9 6] [filftS] 
Me i/fvv-S, 
E t : 

A : ^n^pM, 
Ph : 7x^vS. 
[0 0 9 7] CNMR] 
J : *fi&£ft> 
s : — W&s 
d : -fill. 

d d : — fi<orS*l, 

t : HSflU 
q : BSHU 
m : ^ffiH, 
br-s : 4BJE£V>— fii»o 
[0 0 9 8] rtOfft) 
e e : 

[00 9 9] 1 

[0100] (1) a-T^/- £ -*~?vy>7 $ K 
125 gk hy^/WT^^ 118 g^on^W 600 m 
1 B9HK£« 9*xi hy7x^^> 288 g£*#T 

h y 7x^W^-£ -^^07^M 330 g 



£#fc 0 MA 240 -241 <C 
[0 10 1] (2) ±IB£fi£«> 100 gkB-Y*fiy 
65 g (D^^f/V^r^ K 500 ml ^IC, 60%* 

mt+h9 £A 12 g «:*iar!t»L4Wb»*telP 

Lfcp »&ftfcttfiSr«*U fc»l/tl 3 
*fy-2-#^ 88 g £#fc 0 MA 120 -121 t: 

[0102] (3) *^{btr^ (2-^ h^^h^e 

T/^~£A^ h y ?A£>70% h/^y^m 180 g 
|- h/u^^ 800 ml Zil\Z±&±j$.m3 g£* 

*ja-CS6K2«flB«»Ufc. E*«fc*»T. *£48 
-/-^■ctt*ftS*fc«, NAtllMU WiLTi- 

xf/W- 3 - h y 7 ais/M fvPT ^ J - 1 H-^*f- 
fc KnT<^65g*r»fc. MA 85-86^ 
[0 10 3] (4) ±IB£/»ft 134 gO^ b5t 
VyV 30 olSFffilciO%iKit 500 mlSrlD*., Mt2 

ft* «KSr«E-C«*LTBtt«48 gfctttt«fc*LT* 

fee 

[0 10 4] Hl-NMR*^ hA (CDC1 3 , 6 ppm) : 1.0 
4 (3H, t, J=7.5Hz), 1.3-1.9 (8H, m), 2.42 (1H, dd, 

J=13.5Hz, J=6.9Hz), 2.5-2.6 (4H, m), 2.70 (1H, d 
d, J=13.5, J=3.5Hz), 2.98 (1H, m). 

[0105] ®nm 2 

(R) - 3 - 7 S ; - 1 -xf ^- l H-^th Kn 

[0 10 6] ##«!|1 (1) fc*5ttSa-T S/ - c - 
#:/n5**A<offcb9fc: (R) -a-7?;-t-* 

[0 10 7] ##g*J 3 

(S) Kn 

[0 10 81MW1 (1) {-fcttSa-T^Z-c- 
*^P7^A(Dftfc!)lu (S) -a-T^y-a-* 

[0 10 9] 4 

(R) -S-TSZ-l-^P^otf/l/^^A-lH 
[0110] (1) (R) -a-h!l7xxWf^ 
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T^S- £ -*^H7^A 37 g <0 YtV^V 370 ml 
jg#K^ SitC**ft:SM V^^)VT)V%^h,(D 1 M 
h/u^^ffi 1000 nlfirjRTU 16B$Mft#Lrt: 0 £JE 

~*J»*#M^o Wffi&£i&£U ffi&£t&*n*&7K 

t?e*L-c (r) s y - i 

H _^^ b Koriftrv 34 g &»ttfttit»fco 

[0111] ( 2 ) ±fB£j5Sc$&l 10 g CD* ^;v^;v 
* h> 100 ml jgttK* $8£# 9 ^A10.5 g Rtf*<ft 

p y p tr/v^ s. i gSranx., s ^muioKanK u 

fc 0 ****** U »?KS:«£E-Ci8iRgt 

ft: e aii(E*r^y*^*9A^n^h^?7-f— Kit 
U ^pp^M-^;-;V (10:1) ^tiJ^Ml 
T (R) -l-^n^nf;Mf;v-3-h!J7xr: 
A**7UT3/-1H-^MH: KPTiftV 10 g & 

[0 112] (3) ±B£J«* 9.0 gO^ h9t Kp 
79^ 10 mlSHKK, 10%&& 100 ml £*P;i, 

9 !)AT^ftJtt«, * p o^vAttt 

Sr«JE-ce*tTBM«J 4.0 gfcttttWfc LT»fc. 
[0 113] 5 

3-7^ /- 1 -^^P^Ptf/V^^/V-lH-^*"^ 
fc KPT<tT^O«3ft: 

[0 114] SIMM (1) tefctt* (R) -a- mi 
a - h U 7xx;>^f/VT^/-e -^^0 7^^?: 

fflV\ 2U£0«4 tH«K^--«yiLT a 
[0 115] »»gj 6 

3-r ^ y- i -^?vw- i H-^y^ t kdtv^v 

<DW&: 

[0116] (1) %-T J f 9 S***99 J y 27 g 
t a— V 50 g coy 1 h9t Ko75> 250 ml jg 

^b^KHPitfc. K*S^*«r*»-C4«PimWPbfc 

U ^S^^y *^7A^nv h^7 7>fHCW 
U ?pb*/I/A-^;^ (lOOrD-CJgffl •»»L 

36 g 

[0 117] A H-NMR*^ WW (CDC1 3 , fippm): 1.1 
5 (3H, t, J=7Hz), 1.4-1.7 (6H, m),1.82 (2H, m), 2. 
48 (2H, m), 3.38 (2H, q, J=7Hz), 3.47 (2H, m). 
[0 1.1 8] (2) ±1B3U&* 25 g £D^D*/l/A 
200 ml **K. Kfifty ^ 34 g fr*»T-TMM*Lfc 



*K3*s 0.4 g ft*»TtHi#u*a*bai^ ftwe 

SJ6L^ 0 U attfelWI^^KJS 

h y »A7KSS«T?WKa£^Lfco 

97-r-EltU n-^tV-BSxf/v (4 : 1) 

fiLt3-^«- 1 -xf/V-lH-^fc KpT 
Vi/V- 2 3-^pd-1 -:x;^vv- l H-^ 

Kpr> f w-"2-*^ae* 10 g &#fc 0 

[0 119] (3) ±lS«^ft 10 g\ T&lkrthV 
$ A 12 g t 3 h y C ^2. 0 gtf>^ ^/Uft/UA 

T* K 100 ml *$&80^-gfeft#LfcSL **K*> 

y *^*7^^^ KftU n-^^rf" 

>'-B*t**A' (4:1) ^ffl-fiJKLT 3 -TS>K 
-l-xf;U-lH-^k 
4.8 gfcifcttfei: lt#fco 

[0 12 0] A H-NMR^^ WV- (CDC1 3 , 5ppm): 1.1 
8 (3H> t, J=7Hz), 1.5-1.8 (6H, m),2.2 (2H, m), 3.0 
8 UH, m), 3.28 (1H, m), 3.53 (1H, m), 3.76 (1H, 
m), 4.0 (1H, dd, J=10.5Hz, J=5.6Hz). 

[0 12 1] (4) (2-* h*S/3ih* 

v/) T/W^-!>^ b 9 V&<0 70 % h/W3iy*iS 36. 
4 g K h/V^^ 100 ml 4:iPx., mK±gE^6fe4.8 
g Sr*ftTS#U<C^e 5 ^>o< DID*., SIt2« 

^u^o g«?*K*t48%*sMt't- f y 

S«tSr«JE-ee*LTett«) 3.8 gfttttt** LT 
[0 12 2] ##g*J 7 

3-7U-l-^-lH-^?t KnT^y 
(D$a5g: 

[0123] (1) 2-rf^p;t;y 17 g t 

B— Kx^y 29g(01, 2-^* b^r^^y 200 m 
1 SiSi:, 60%tK^^ hy?A 6.0 gSr^S-Cft^L 

AP^r^po^/wA-ettfflu^o »a*«r*-eaB*u 

l-xf;v-lH-^^t KD7^xV-2-t> 2 
0 g «rttttfe& LT#^, 
[0 12 4] (2) ±C£A« 20gCT)xb7fc KP7 
7V 200 ml »2M!)f>A^ y^ntf/VT^ K 
co^r h7t KP77V 78 ml»«S:Jk»TKjaiTU, 1 
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H-^-^^t Ko7^^-2-ty 14 g «r#^ 0 

j»£ 109 -no t (i/j:^/^— r/v- n 

[0 12 5] (3) ±!E£jM> 12 g OTirhV 100 
ml igii&C* 12 ml, h y^f/UTS^ 7.0 ml SriPx. 

r-tr 30 mi^Tt, zt&rm&mk. $e>icr 

v^ffc^ h 1» 6. 1 gO&fe&m 30 ml£?BTU 1.5 

200 ml £#Px., 70 < fcT-;!jPi&fiH$ U 
±£ofcf$£-C, 100 ^^-cmSSrilf , 2f$fffl«#L 

120 ml £*ftTK»#L/«Ctf^P;l, 1.5 Brfffflaliffib 

»#y !?A^r/v*yttiwLfc^, *pp*/w*-c»tti 

x^-lH-t^t 8.5 g 

[0 12 6] (4) i:fB£/&& 8.5 g^nuTfc/WA 
100 ml jgflfctC h y^vV-T* y 7.0ml £*PX., 
T % ^dp h!)7x^;M^y 14 g Sr^L*fo^)Px, 

U fflF^f^-n (1 : 10) tlgtti-fitSi 

LT3-hy7x f/UT S / - 1 -:n?vU- 1 H 
-stfft Ko7/-^-2-^y 14 g SrSfttLT 
#fc e iSl^ 160 ~162 °C (n-^f>-S»xf 

[0127] (5) Tkmikvr* (2-> h^^b^r 
V) y *ACD 70 % hA^ViglK 30 

g iC Y?v^y 100 ml &;DP;t> mi£±gS£/£®) 14 g 

SrjgTU £ bK48%7K8tffc*?- h y * A7Kigf££;tlPa:7t 
^-IdttU ftK^^-n-^-y*^ (1 : 10) -C^ 

w • ffiSi lt 3 - h y ^^^/^ f-yvr ^ y - 1 -if 

;v-lH-^n KnT^V 13 g £#fc e 
[0 12 8] (6) ±B4*ft 13g^7h7tKP 
75 V 3 ml »«K10%i6» 45 mlSriPX., ^j&T5P$ 

SrB*J<0^»*y ^At*T/u*ytt*CLfc«, *pp* 



ft. «KSrWETf«*U-CBW« 5.0 gtJUWfciLt 

[0 12 9] »»« 8 

(i-xf;l/-lH-^f Kn7 

[0130] 4-^PP-2-n^>-5--bP$ 
14.7 g , ^PPt^A 300ml Stf^f/V* 
/VAT ^ K 1 ml (Dmwmc&fctt-fr 22.7 g 

*U Sii«:H^f^^ 200 ml KWKbfc. rtil: 
h y xf/l/7 ^> 12.9 g i 3-75 /- 1 -^f^- 

iH-^*-tf-t KP7^tv 9.o gSrip^fcft, *SL*e 

15tfBfflH*Ufc. EJfcttS:*, \Q%mStAVim'k&k 

-ee^ufco sii^>i)*^7A^p-7h^77-f 

-fcftU ^P^-^/-/P (9:1) -CSPffl 
•*g$abTBWfe 9.8 g«rB»ftiLt#fc e 
[0 13 1] $^) 9 

(R) -4-^pp-N- (l-xf;l/-lH-^f 
b KnT-feftf>'-3->f A-) h*S/-5--b 
P^VX7; KO»3t : 

[0132] (R) -3-7S;-l-xf;i/-lH- 

[0133] &*m 1 o — 

(S) -4-^PP-N- {1-^JV- 1 H-^^r^ 
t KpT-^^V-3 — T/W -2-p< 

p^y/7^; Y<oW& : 

[0134] (S) -3-T^y- 1 -xf/U- 1 H- 

«MLT B LTWfc. 

[0 13 5] #%flJ 1 1 

-N- (1-xf^-lH >Ht Kp7 

[0136] (1) 4-^PP-N- 
lH-^tt f/l') - 2-^ h^r 

i/- 5 b p ^VX7 ^ K 4.9 gCOoi^ y — ;V 100 m 
1 ^^c, 30%yf/vr^>-i^/-;u^ 50 mlSr*P 
x. N 1.5 I^MJPflSSJlELfco 8f8t*r«Et?e*SL 

LTN- KPT-^lfy- 
-2-^KV-4-^f^7^;-5-x 
hn-<yX7^ K 3.6 g4r#fc Q 
[0 13 7] (2) ±!B£j&fe> 3.3 gSr20%-&7K^^ 
J-JV 200 ml {C«»Ufc«, 10%^9S>!>AK*S:JP 
tffi, Sfi"C«ftk315E«:ffofc. «»*<07K*dSK 



-14- 



[0 138] 12-15 

(1-xf/U- 1 H 

[0 139] gftfei^C&ttffiefcWt- £ (R) 
(S) -t>U<» (RS) -4-^n-N- (l-a: 
f /V- 1 H-^t t KnTf 3 ->f /V) -2- 

««r/fll\ ###Jl lira^ldKJ^-ftiSLT, ft 13 

[0 14 0] 

[{bi3] 




[0 14 1] 
[*6] 







R 2 


1 2 


R 


Me 


1 3 


S 


Me 


1 4 


RS 


E t 


1 5 


R 


E t 



[0142] ##fflJ 1 6 

[0143] (1) 

5 V O^VXr $ K 2.0 g(D^2 50 ml 

Affile, ^VSM'TS^ 6.0 g&JD*., 22«fffl*P|RSSf5 
tfco ««E«r«ffi-CS*«, *pp* 

■^M^^Wtft. «||«rJttE-C«*Lfc. 

A,*-**/—* (12:1) -C»ta-»«L-C4-^^ 

<A0 - 2-^h^V-5-^hn/<yX7 

* k 2.4 &wmmt itffco 

[0 14 4] (2) ±E±J#* 1.6 glCgttR 6 ml 

3 mi «rin^, Sfeli*<feJ8— ^X- 27k 

frife 2.6 %<n^f /—JV 3 ml igffi&ADX., 80tT?ll* 
Hfc#Lfc 0 £J&&Tft, ^^y-^SrWEE-ca^UT 

[0145] 1 7 



6 -/ h**s- 1 -^fvw- 1 H — ty*/ h V TV—A? 
[0146] (1) ##M8lC*5lt53-r5/-l 

-ji^- 1 h — .**t Kor*tryoftt>9 fc^P 
^7syftflv\ ##«8fcn«Ksis:.«iau 4 

(1-^p 

[0147] (2) ##0fll 1 (1) Kl*Ht6 4-* 
pp-N- (1 -sfA"-lH-^*tk Ko7*t?V 
- 3 — -2-^ h^r^- 5 h P'O'XT S K 
of«>9fc±B£j***rffiv\ ##091 1 fcMft£K« 

y-N- (1-^p^) -<yX7^ PtrHftfcLTft 

[0148] (3) ttBmmic*irr«5-r$/ 

— Y^) -2-^ h^i/-4-^f;W7^y^X7^ 

KK-fliU 6-* h*i/-l-^^-N- (1- 
yptT/W) - 1 H-'O"/ h 97/-^- 5 - #A** 

[0 14 9] (4) ±|B&*» 6.9 g&tfiS^ 100 m 
ft, ft&LTgftfc 3.2 g£#fc e 

[0150] 1 — 

-fA-) -6-^h^-l-^f/u-lH-^hU 

[0 15 1] ##fl[i 1 v'&bhit 5 -r s y -n - 
(l-xf;u-lH-^tt Knr<tfy-3--f 

/p) -2-> h^s/^-^TTwrsy^vxrs KSr 

& 3.0 g^tPTK^ffi 40 nl£IHfe 5 ml SrAD^fcft, 5 

tteftaiu hhh- m> *a o.8g <ojmm 10 ai* 

i/y*^7Mn-rh^77^H:MU *pp* 
;v&-**;->v (9:1) "C»UJ • ««Ufcft» 
ilABfrS: hArX-y- n -^H^ftt&ffttA g ft 
ft 2. 3 g£#rtio HA 103 ~104 t 

[0152] 2 — 

(R) -N- (l-xf;v-lH~^ttKP7flf 
:/-3 — fAO -6-* h^>-l->f;v-lH — s 
W h V T 5 -#/UjR*1K Y<DWk : 

[0 15 3] IMMfll 2-"C#e>tbfc (R) 
-N- ( 1 -xf /I/- 1 H-^tt KP7^fV - 3 
-<<;v) -2-* h^ri/-4-^f;W7^^X7^ 
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]) r>A 6.6 %<o 50 ml*S8K«r}8TU Ha*"Cm* 

tk^-ct/^ y >&t Liz®, ft^f-^-catu tfco 

(9:1) "CiStti-fttJlLfc^ ^bftfcgft 
^ h^y-n-^^^V-^^fl^tTSM^ 26.7 
g £#*:o 118 -120 t 

[a] D 27 ~ 70 ' 6 ° ( c=10 » 

[0154] mmm 3 — 

(S) -N- (l-xf/u-lH-^ftKnT^l? 

[0155] #*m 3-c#e>nfc (S) ~5-T^/ 

-N- (l-xf;u-lH-^ft KP7ftr^-3 
— (ju) - 2 V*i/-4-**f-J\'T^J'OX7% 

»fc 0 119 -120 t 

[0 156] gyfegj 4 

j-^yU-N- (i-xf;w-lH-^ftKP7 
W>-3-4M -6-^ h^-lH-^/hy 

[0 15 7] IMJ0fll 4t#^5-7^/-N- 
(l_:n77i— 1H .*D-fc KnTif tf^-3— Y 

fco RML 84-85t 
[0 15 8] HffiffH 5 

(R) - 1 -^Tvix-N- (l-xf;i/-lH — ^*MJ- 
bKP7ffy-3-^f;V) -6-^h^-lH-^ 
h y 7^- 5 K*»H8t : 

[0 15 9] 5T?*§e>ixA: (R) -5-T*/ 

-N- (1-xf/u-lH-^tt: KaT-feftfV-3 

v**"<* h/U (m/z) : 346 (MH * ) 
[0 16 0] SHEW 6 

N— ( 1 -xf 1 H-^^t t Ko 7f 3 - 
^/W) -6-^ mr^-lH— <^/H)7^-5 

[0 16 1] 6 - > h*^- 1 H-^y/ f » 7^-/V 
-S-UtVU/lVftL 0.85 g Oi^7/U*/W>T^ K 10 
mlSRfcN, N" -Hfrft^^M g£ 
JO*.. *a-C6»IB!«*Ufc. 5»3-7^-l 
-zn*yi*--lH-'^M>-fc Kn7<^ 0.75 g SrflP 



ftU ^nn7j>/UA~^^/-/W (10:1) rSffl-ttJJ 

ft 1.3 g£#fco 
[0 16 2] 156 -158 t: 

A H-NMR*^ h/V (CDC1 3 , 5ppm): 1.09 (3H, t, J= 
7Hz), 1.5-2.1 (6H, m), 2. 5-3.1 (6H, m), 3.83 (3H, 
s), 4.4(1H, m), 6.4 (1H, br-s), 7.07 (1H, s) f 8.05 
(1H, d, J=8Hz), 8.78 (1H, s). 

[0163] mmm 7 

(R) -N- (1 1 H — **iffc KnT-tf tT 

i/-3— f /U) -6-^h^-lH^yyM)7/ 

[0164] (a) 6-^h^-lH-^hy 
7/-;v-5-^^K 10 g O^^/^/VAT^ 
K 150 ml SiSlCN, N' 

9.0 gSran*., ^fa-c6^raa#Lfc 0 sj^ttfc (r) 

-3-7; J- 1 -^fvW- 1 H-^riM: K^7f If 
y 8.8 gfclO*., ^M-CH^ffitS^L^o BOB»T«, 

t£f+U ^dp^A-^;^ (10:1) 
-CStii • fMttU i^^Vl^— TA— n -^^Mfi^fc 
WttftLTBft* 12 g «:»&. K£ 127 -128 <C 
[0 16 5] (a') ±EB»**rW*B*3:^- 
n .^yd*e>lfttftUTBtt*Sr#fc. 142 

-144 1: 

Ca] D 25 -7 1. 9° (c=1.0, tf/sl') 

(HPLC) TMWWIB 37.2 £**%U ft^*B««:99 

(HPLC*#] 
HPLC^7A: ft{b^«firy^-®i SUMICHIRAL OA-4 
900; 4.6 mmX 250 mm 

y^^nf^K (400:100:100:0.6) 
«GK:-1.0 wl/» 
U& : 25^ 
iftffl : 230 nm 

[0 16 6] (b) ±E (a) "C»bnfc&ri»*7 

p< * / -yud* 6 UT g Wfe<o 3/2 7^ 
iKSS:#fco HUt 131 -133 
[0 16 7] (b 7 ) ±B (a) -C»6hfc*riMfct 

a-^bBi* It 3/2 7^/HSW» 

fco 162 -163 t: 

[0 16 8] (b* ) JiB (a) •C*bftfc4rt*«r 

7n tr/UT^a— yWd^feSttA LT @ W^ico 3/27-7 
l/4 7KlDfe«r#fco Bt^L 166 -168 t: 
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[0 16 9] (c) l-T*^-6-^ 
H _^ y / f y 7 5 - 31.5 g d h 

]) 3L<3-/VT S V 20. 3 g XtfRH^A' 400 ml SrflO 

^ _ p/vjSKji^ 17.5 g fcfSTb 

fc^ -5<C 7^T2fl$Mft#L;fc«, (R) -3- 

7 s;y-!-.xf/W-lH-^tt KoT^try 22. 
8g (OmSt^^ 80 mlSttSrjRTU lB#fB8l#«> 

Lfco a^^on^/PA-^^/-/W (8 : 1) <DjB 
^ffi 1000 mlSrlnitfcl*, 180 gSrtt^fi 

/-A' (5:1) OS-frtt 1000 n»n?ftj£U » 
jK*^-CB*t"CB«J»©afej*» 32 g Srftfc. 

[0 17 0] ±e*L£j*tt 24 g fc*TU 2.5 
~3ffiFfi (22.5 g) ttfflU ^yyatWr;^-/^ 
^ ^ / -^^SilSi It I WtlO 3 / 2 2 
5 g£#fco HA 131 ^133 

[0 17 1] ^tfefflJ 8 

(S) -N- (1 H-^**t Knrftr 

^_ 3 _^yv) -6-t< h^-iH-^/ Miry 

[0 17 2] |aH«|7K*tt5 3-r5/-l-*^ 
-lH-^ft KnT-tftf^ftbOfc (S) -3- 
T ^ /- 1 -^A'- l H-^f-t KnT^tf >-S:ffl 



-vi^fcSJgft LT a ttfeo 3/2 7^A*IK«:#;fc. 
HA 156 -158 <C 

[0 17 3] ±E4*»Sr7^A«-C*!aiLT 
:x*/~/v-^ y7 p ^l?/^T/^^~/l' 
a>ib?^&^fiLTBMfe02:^ l/2&ft®% 
Wto HA 148 ~151 t: 

[0 17 4] MMb£ttHU 3S1MI7 t^ttT^HP 
LCTMMWIB 44.0 ittrSU **Wtr*W%oe£l± 

[0175] mmm 9-12 — 

SlfiW 6 iC&tf 5 3 -T 5 J - 1 1H-^ 

ksjs * Mat-ens 1 4 -c^^nss 7 

[0 17 6] 
[ft 1 4 ] 




• Q 



[0 17 7] 



[3t7] 



9 


RS 


Et 


2 


10 


RS 


Et 


3 


11 


RS 


CH 2 A 


1 


12 


R 


CH 2 A 


1 



1/4H 2 0 169-171 E 

200-202 A-E 



[0 17 8] gafejg 1 3 

(r) -N- (1 -i/^o^nlf/Mf/V-lH-^ 
tfcKoT-tftfy-3— f/i') -6-^ b*5/- 1 
f/lz-lH-^/M) 7/- ^-5-#A'#*f-$ K 

[0 17 9] »J6+*IR»fk-&*4rfflV\ ##0)4* 8 
Xtfl U:B«i:£fE*«!!ltt#f)h5 (R) -5- 
7^y-N- (1-i/^P^ntf/M^/V-lH-^ 
f-fc KnT-gbTy-3— f/W) -2-* h**>-4-* 

HA 127 -128 <C 
[0 180] UllfcfflJ 1 4 

r^-jv-s-juvis*^* vernal : 



[0 18 1] «*«l6JC*3ltS6-^ b^V-lH — - 
y*/ h !)7^;V- 5 -^^yKRt/3 -T 5 J - 1 
-3i?vu- l H-^**t KoT-lftfyofttoOfce- 
^ h^r>/- 1 -^^/V- 1 H-^O/ h 97^-5 
-a/WtfySfcRU^ — / — 1 -x^/U- iH-^y 

6Wtt*LTB»*t:»fc. HA 116 -118 t 

[0182] gjfcg! 1 5 

N- ( 1 -xfyv- 1 H-^ ^ k Kor /xy- 3 - 

[0 18 3] **«6K*Sft5 6-^ h*V-lH — ' 

w h v r v->\"~ 5 -$;\'tf>wtRxf3 -r s/-i 

-:x^vl/- 1 H K^T-tf fc?V0)ftfc>0 t£6 — 
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*»fc. HA 155 -156 t 
[0 184] Ig^gj 1 6 

T-tftrv-3— ' f^) -6-^h^>-lH-^/h 
V TV -fr- 5 -JA'***? : 
[0 1 8 5J ##0*11 6 X'&*btl1t 5-7^-4-^ 
^^/VT^y-N- (l-xf;V-lH-^tt Kn 

1.5 gSr^tPlfi»**» 6 ml 30 ml^Tjc 70 

■1*10** aWfn^fcEBffltf- h 9 *A0.29 gO>#ffl& 
1b1*AI** H*fl^30#llk SfeKftaTll*IB!H* 
Lfco RJ*»*48%*IMW- h y ? A*W* , TT/U* !> 

(20: 1) -C»a-»»Lfc*, WfetlfcH** 
i;x^3i-y/u^bl¥»*LTBflMfc 1.1 gSr^fc 0 
SUA 136 -137 t 

[0186] sam 17 

(r) - 1 -T-fefvt— N- (l-xf;V-lH-^ 

s<y>/ h i)7^-;P- 5 Kofi* : 

[0187] l-7tf^-6-^h^>-lH-^ 
;/h ur/- s-^/W^K 31.5 g \c h V ^/V 
TSV 20.3 g Jk.TffitkttA' 400 ml SrJPau -7 — 
-lOtT^n/w^R^/v- 17.5 g SriSTbyto -5t: 

7t^2l$fffl«#L/t^ (R) -3-TS/-1 

-xf;v-lH-^tt Knr-tftTV 22.8 g <Dg» 
*<?;V 80 nlWKSriBTU. IMW*1 ft 
fi-C16l$Ml*#Lfc 0 SJS«S:*XVfiSi**tt*t?a»- 
U «*SB^b3 9A"T?tt«a, #tt*ttS-?«£U 
X Btttt 36 g *B*i LT»fc. 134 -135 

t (&^fvVtf><bi?*£(§) 



[0 18 8] X H-NMR^ b/W (CDC1 3 , 8 ppm) : 1. 
04 (3H, t, J=7.0Hz), 1.5-2.1 (6H,m), 2.45-2.95 (6 
H, m), 3.00 (3H, s), 4.09 (3H, s), 4.35 (1H, n), 
7.76 (1H, s), 8.60 (1H, d, J=9.0Hz), 8.95 (1H, s) 

[Qi8 9] mmm 1 § : — ■ tm<oK&: 

(R) — N— (l-^fyW-lH ^fc KnT<tf 

h » 7*/-a^ 5 s k (5 g) , a» 

(80 g) , h^na^^ (30 g) , fcggj-tr/WtJ 
— X (25 g) . b KP*i/^P^^P-^ (3 g 

) , mwm**4M (o.7 g ) % Rxfx?ry>wt* 
0.3 g ) o 

[0 19 0] ±E*»«r»*lcJ:oa^, a«Lfca> 
1 fg&fc 19 145 mgtttne* 1000«*JW*. 

[Q19 11 1 9 : *7±/vmV)W&: 

(R) -N- (l-3i^-lH ***fc KnT<tf 

f^) -6-* h**/-lH-^/ h0 7V 
-A^-5-*^*++5 K • (10 
g) , all (160 g ) , YV****SfV?* (22 
g) , t Ko^V^ntT/W-fe/vn-^ (3.5 g ) , 
fcjJcfr^B (1.8 g ) % S^f7!)^^V^ 

(2.7 g ) o 

[0 19 2] «ifcfcJ:!K ±ffirtafcft£afittU 1000 

[0 19 3] gttffll 2 0 : «#]<08HS: 

(R) — N— (l-3i^-l H-^f*fc KPTftf 
y-3— -6-* h*V-lH-^ % /h!l7/ 
~/W-5-#A-#*lM K • 3/2 7^/V^ffi (10 
g) , ?Utt (960 g ) , fc Kn^^ci^V^;Vn-^ 

(25 g) , RtJ«g&*4r*f» (5 g ) o 

[0 19 4] ±firt£*S#Lfctk fifc#J 

[0195] nmflj 2 1 : — &mi<D9m ( l 0 

0O7^fcfct)) : 
[0 19 6] 
[^8] 



. (R) — N— (l-xf;v-lH >*f-fc Kn7f^-3-^;l/) - 

(10 g) 

• y/wtr )v (ioo g) 

• ttjt;s* mm) 



±M 2000 ml 



[0 19 7] (R) -N- (l-xf;V-lH-^f 

^/hyry— ^-5-*^**f-s k- 3/27^ 



^5^7^/^- (0.22 /in) TttaU $B$&2ml7 

^/v^^ftSIU #we::jft,£i2i t;-e20#Pfl«»r 

So 
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